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[bookmark: OLE_LINK4]Supplementary Fig. 1. Schematic view of 8-week mice model of adenine and increased-phosphate diet-triggered VC associated with CKD.
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[bookmark: _Hlk209293750]Supplementary Fig. 2. Establishment of VSMCs Calcification model. A7r5 cells were incubated in high-phosphate medium (2.6 mmol/L) for 3, 5, 7, or 10 days. Ca deposition was quantified (A), and Ca nodule formation was observed by Alizarin Red staining at 3 and 10 days (B). Data are mean ± SD, n = 2 per group, from three independent biological trials. Scale bar = 200 μm. *p < 0.05, **p < 0.01 vs. control. 
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[bookmark: _Hlk219645952]Supplementary Fig. 3. EZH2 inhibition reduces the expression of BMP2 in VSMC calcification models. VSMCs were treated with 3-DZNeP (20 μmol/L) under β-GP (10 mmol/L) and CaCl₂ (1.4 mmol/L) stimulation for 48 h. Western blotting and quantification of BMP2, EZH2, and H3K27me3 expression are shown (A–D). Data are mean ± SD, n = 2 group, from three independent biological trials. **p < 0.01, ***p < 0.001 vs. control, &p < 0.05, &&&p < 0.001 vs. β-GP and CaCl2 stimulation.
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Supplementary Table 1. siRNA sequences employed for siRNA transfection.
	
	Sense 5’-3’
	Antisense 5’-3’

	Rat-Scramble
	UUCUCCGAACGUGUCACGUTT
	ACGUGACACGUUCGGAGAATT

	Rat-BMP2
	GAAGCCAUCGAGGAACUUUTT
	AAAGUUCCUCGAUGGCUUCTT



Supplementary Table 2. Primers employed for qRT-PCR.
	
	Forward primer
	Reverse primer

	Mouse-GAPDH
	GGTTGTCTCCTGCGACTTCA
	TGGTCCAGGGTTTCTTACTCC

	Mouse-Runx2
	GCCTTCAAGGTTGTAGCCCT
	GGACCGTCCACTGTCACTTT

	Mouse-EZH2
	ACAGTAGCAGACCCAGCACCC
	TTCAGCACCACTCCACTCCAC



Supplementary Table 3. Body weight, serum biochemical measurements and calcium deposition of aorta tissue in mice fed with chow diet or adenine diet.
	Group
	Chow diet (n = 8)
	Adenine diet (n = 9)

	Weight (g)
	25.56 ± 1.30
	15.84 ± 1.49**

	Serum Creatinine (μmol/L)
	14.00 ± 2.78
	65.00 ± 21.41**

	Blood urea nitrogen (mmol/L)
	11.33 ± 2.86
	32.22 ± 7.86**

	Uric acid (μmol/L)
	82.88 ± 28.83
	117.89 ± 35.53*

	Alkaline Phosphatase (mmol/L)
	111.88 ± 26.58
	180.67 ± 43.55**

	Phosphate (mmol/L)
	3.32 ± 0.48
	6.45 ± 1.23**

	[bookmark: OLE_LINK13]Calcium deposition (μmol/mg)
	0.63 ± 0.17
	2.69 ± 3.74*


*p ＜ 0.05, **p ＜ 0.01 compared to chow diet by unpaired two-tailed Student’s t test.
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Supplementary Table 4. Body weight and serum phosphate and calcium deposition of aorta tissue in mice fed with chow diet group, adenine diet group and adenine diet + 20 mg/kg 3-DZNep group (n = 6).
	Group
	Chow diet (n = 6)
	Adenine diet (n = 6)
	Adenine diet + 20 mg/kg 3-DZNep group (n = 6)

	Weight (g)
	23.5 ± 0.85
	12.93 ± 0.46**
	15.73 ± 1.81#

	Phosphate (mmol/L)
	3.59 ± 0.49
	[bookmark: OLE_LINK14]7.20 ± 0.76**
	4.84 ± 0.55##

	Calcium deposition (μmol/mg)
	0.73 ± 0.19
	2.10 ± 0.94**
	1.13 ± 0.48#


*p < 0.05, **p < 0.01 vs. chow diet; #p < 0.05, ##p < 0.01 vs. Adenine diet.
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